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DETAILED ACTION 

Election/Restrictions 

1. Applicant's election of Group I, and further the following species: (A) as the pH 
sensitive material, Applicants elected acrylic acid or acrylic ester copolymer from claim 
7; (B) as the water soluble material, Applicants elected polysaccharide from claim 10; 
(C) in regards to the requirement to elect one component of the nano-sphere which may 
be either a wax material or one fat material, Applicants elected candelilla wax from 
claim 16; in the reply filed on 10/25/2007 is acknowledged. Because applicant did not 
distinctly and specifically point out the supposed errors in the restriction requirement, 
the election has been treated as an election without traverse (MPEP § 818.03(a)). 

2. In the reply filed 2/13/2008 Applicants stated that claims 6-7, 10, 12, 16 and 24 
read on the elected species set forth above, and that claims 1-5, 8-9, 11,13-15, and 25- 
44 read on the claims generically. 

3. Claims 17-23 and 45-59 are withdrawn from further consideration pursuant to 37 
CFR 1.142(b) as being drawn to a nonelected invention, there being no allowable 
generic or linking claim. Election was made without traverse in the reply filed on 
2/13/2008. 

4. Therefore, claims 1 -1 6 and 24-44 are presently pending for examination. 

Specification 

5. The use of the trademark EUDRAGIT® has been noted in this application, see for 
example line 23 of page 25. It should be capitalized wherever it appears and be 
accompanied by the generic terminology. 
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Although the use of trademarks is permissible in patent applications, the 
proprietary nature of the marks should be respected and every effort made to prevent 
their use in any manner which might adversely affect their validity as trademarks. 
Claim Rejections - 35 USC § 103 

6. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

7. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

8. Claims 1-16, and 24-42 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Urquhart et al. US 4,851,231 ('231), of record in view of US 
5,71 8,91 9 to Ruddy and Roy et al. US 6,475,995. 

Urquhart et al. discloses a pharmaceutical delivery system comprising a plurality 
of nanospheres encapsulated in a pH sensitive microsphere (drawings and descriptions 
thereof). The microsphere is a made from a polymer matrix which keeps its physical 
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and chemical integrity in a biological environment with a pH from 1 .0 to 3.5, inclusive, 
and which degrades or dissolves to release the drug-laden nanospheres at a pH of 3.5 
to 8.0 (col. 4, lines 9 - 29). Representative polymers include methymethacrylate- 
methacrylic acid copolymer (which qualifies as one of the poly(methyl methacrylates), 
as recited in claim 27, as an acrylic acid copolymer as recited in claim 7, and as a 
ligand, since any acid is a ligand for metals, as recited in claim 28), cellulose carboxylic 
acid esters (which is also a starch derivative, as recited in claim 24). The wall of the 
nanospheres in one embodiment comprises a wax, such as beeswax (col. 6, lines 38 - 
54). With regard to claims 13 - 14, beeswax is deemed to inherently posses the 
properties required in these claims. The nanospheres are laden with drugs, specific 
examples of which are disclosed, and the disclosed drugs meet the requirements of 
instant claims requiring specific types of active agents (col. 7, line 53 - col. 8 line 32). 
With regard to claims 32-33, the nanospheres are taught to have a diameter of about 
100 microns. The polymers included in the composition are all anionic, cationic, 
zwitterionic, or non-ionic, and all may be called "surface active agents" as required by 
claim 31 . The release profile recited in claims 34-36 is deemed to be inherent, since the 
composition is the same, unless proven otherwise. The amount of the drug in the 
delivery system is disclosed (col. 8, lines 33 - 46), and this is deemed to be an amount 
sufficient to release the agent, as required by claims 34-36, since the device is designed 
to release the agent. From the figures, it is clear that tablets and capsules are disclosed 
embodiments of the invention. Capsules and tablets are articles, as recited in claim 42. 
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Furthermore, with regard to claims that require a second active agent, these claims do 
not require that the second active agent be different from the first. 

What is lacking is the size of instant formulations and wherein the active agent is 
a nucleic acid. The formulations in the 231 reference are too large. 

Ruddy teaches that it is advantageous to formulate drugs such as analgesics as 
nanoparticles in order to better control the anti-inflammatory action thereof. 

Roy et al. describe nanoparticles used as a non-viral means for the delivery of 
nucleic acids in vivo. This non-viral delivery system is described as advantageous over 
viral systems to the extent that they can be designed for cell/tissue targeting and for 
producing a low immune response in comparison to viral systems. 

It would be prime facie obvious to a person of ordinary skill in the art at the time 
of the invention to make the formulation of '231 smaller, namely, to use nanoparticles 
encapsulated in a microparticle instead of microparticles encapsulated in a millimeter 
sized particle. The motivation comes from Ruddy, who teaches advantages of smaller 
sizes in drug delivery. Following the teachings of the references, the artisan would 
decrease the size of the millimeter sized particles of '231 proportionately with the size 
decrease in the microparticles, thus resulting in the instantly claimed invention. 
Additionally, one of ordinary skill in the art would have been motivated to modify the 
delivery system of Urquhart et al. to comprise a nucleic acid based drug since Roy et al. 
clearly teaches the benefits of using a non-viral nanoparticulate formulation over a viral 
delivery system in vivo. 
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9. Claims 40-44 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
US 4,851,231 ('231), of record, in combination with Roy et al., Ruddy and Gref et al, US 
5,543,158. 

The teachings of Urquhart et al., Roy et al. and Ruddy are discussed above. 

10. '231 does not teach a method of administering the drug delivery system, nor 
does '231 teach a method of delivering the drug to all of the specific body parts 
mentioned in instant claims, although it does mention delivering medicine to the 
intestine. Gref teaches nanospheres for drug delivery that have PEG chains dangling 
from the exterior. Gref teaches that these PEG chains can be attached to antibodies in 
order to target specific cells or organs in the body (abstract, drawings, and descriptions 
thereof). 

Thus, it would be prime facie obvious to a person of ordinary skill in the art at the 
time of the invention to use attach antibodies to the nanospheres of '231 according to 
Gref. The motivation to do so is provided by Gref, who teaches that this manipulation 
allows for targeting to specific cells or organs. Since Gref teaches how to do this, the 
artisan would have a reasonable expectation of success. The expected result would be 
the drug delivery system of '231 with antibodies appended thereto according to Gref, 
wherein the system was able to target specific cells or organs, and thus be delivered to 
a specific part of the body. 

Double Patenting 

11. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
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obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

12. Claims 1-16 and 24-44 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-16 and 25-51 
of copending Application No. 10/315,801. Although the conflicting claims are not 
identical, they are not patentably distinct from each other because the claims of each 
application are drawn to a composition comprising a plurality of nanospheres 
encapsulated in a pH sensitive or salt-sensitive microsphere, the only difference is that 
the claims of the instant application are all limited to wherein the first active agent is a 
nucleic acid. It would have been obvious to the ordinary skilled artisan to modify the 
claims of the copending application to read on the claims of the instant invention since 
claim 32 of the copending application expressly recites wherein the active agent 
includes an oligonucleotide, which is a nucleic acid. Therefore, the claims of the instant 
application represent an obvious variation of the claims recited in the copending 



application. 
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This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

13. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Janet L. Epps-Ford whose telephone number is 571- 
272-0757. The examiner can normally be reached on M-F, 10:00 AM through 6:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on 571-272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Janet L. Epps-Ford/ 

Primary Examiner, Art Unit 1633 

/JLE/ 



